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1) aq. NaOH 



C °2 R 

"NH 2 . 
% PCI 3 , Pyridine 



(II) 



[0 0 9 
[0 0 9 

4-585 

[0 0 9 
Kb 2 



1] 

, At, X 2 , n, A r S.y f R(±tff|B^^P*^*-t-5.o 
2] 

(b) tcjs^T, LTiftfflSftaHirfSsS; (IV) <nik&W\*. 

^MSCiC-C, ^ijx.if> : J . Me d. Chem. , 4 0, 5 7 

( 1 9 9 7) KlBttO^&Ki&C-C, TiaR^3 t'^-f-;v- M:fotM 

3] 
7] 



/- V" CO 2 R 

0. 



SCCI C 



NaHC0 3 sln. , CHCf 3 



/ -— y X0 2 R X 1 -NH 2 



THF 




KOH 



EtOH 




O 

X 



A X...I 



X 1 
SM 



(IV) 



[0 0 9 4] 
[0 0 9 5] 

RiulB^-S (c) fc*jv*t\ ffil&lSfl-fc L-C«ffi 5 ttSKTES: (VI) tfMfrfrWIi, «x. 

(i\ TEKJtS5S:4 M-tfcv^ striae (iv) <oit&%** f-Mbi - * - 1 1 J: 

jfcffl 2 9WT7 7° 2 9 - A £#M $ *UfcV» 0 
[0 0 9 6] 

Kb 2 8] 




O 



( IV ) 



CH3I 



o 

A..j<' 



(VI) 



[0 0 9 7 ] 
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[0 0 9 8] 
[0 0 9 9] 

5-HTi aM^S^S-HTs »ffl«ffltftLt^t), tK -eoflbO 
BfilL«lW^*5V>t:5-HTi a 5 -HTs $##t5 s P^#-T &#*<7>i^M> ttx. 

^ v ^ (tendomyos i s) , v 7. b n 7 -Y - , T>7*4S—i/X (ten 

d i n o s i s ) , mMWfc (agitation), fXf > K^°v- ( t e n d o p 
a t h y) , (hostility). 3fidfi*l4PS#, Mi&jaM (p 

eriarthropathy) > fclflHEii (cognition enhjinceme 

M«f«c#Jl^. «ttBB*tt0^A (COPD) , t&m&WtgiiSk, ^A«HI»^ 

Hl£ (ARDS) , JfiL-if^JS«WK«. *tf3f£ife, M^ife, £/UHu t^a>f K- 
->*Mjff^ »lf^, JffilWffi, ^Stt7i/;^-ttIl^ 

[0 10 0] 

( I ) <Dik&m& a ^fflXtf 5 - H T 3 tgtfMfcffi £1 

( 1 ) ^5-HTia $^#:^j:j-i-^-fh^^^Dfe^afe U > ^ h p) ; 

H h 5-HTi Afff«MH/:CHO«lI* (y-?- dp y ^;t,-^- (Perk 
in Elmer) HJJ&A) 0. 25mL (ft50^^) £24. 7 5mL^> 
a >v*y 7 7-At (5 0 mmo 1 / L<DT r i s 1 0 mmo 1 XL 

O^m^^v^, 0. 5 mmo l/LWEDTAS^O. 1 %TX =r;n£ 
t)07Xv«^> 1 N-TfcEUtt- h '1 «>A*#«[*fflV>"T: 2 7°Cl~£;^T p H 7. 4 CW£ 
Lfc ictnx.. IWiStAitL^o ifc, «tM^2 7 0^mo 1/L 

[0 10 1] 

#ij ^ntfV^^f-^-rn, [ 3 H] 8-OH-DPAT (8-tKn + ->-2- ( 
,y_ N _^nt>75 7) r- h 5'J > ; ^-^mfp^^tt^ «J»X) <*M>*a^- 
y 3 7A7 7 7-A«2 0^L CfcrtfU JRf&ii^W^O [ 3 H] 8-OH-DPAT 
0. 2 5nmol/Lt^U?^ [ 3 H] 8 -OH-DP AT©?MM 
) £tf 2 0 ^ L ©ffrfrWiftifc* AtU $ KlISWSfllifcAifc 5 0 0 M L £inx-T. 2 7 
°C-C6 0 53*ISK y*r J-^-v s > L/Co Brandel cell harvester 
£Jlv^T, ^^a^y 3 >A-;77-Ati:0. 3 J: 3 V > 

mSE# 2005-3029051 



mm 2004-322858 



^-y: 19/ 



4 5 HfeM«^taU^GF/C7^V^-tiJi:7^M^-v 
ayf^tiaOIIt^M^^ 4ti:^PU:5 0 mm o 1/LOTr i s - 

LSC-5 1 0 0) T?iU5feLfco 0.2 5 nmo 1 /L r H] 8 -OH 

-DPAT<7)5-HTia S^^Ojfe^^-t S^ft^k^OffllfO^ (%) , 1" * t> 

% 5 — h t i a ^mzni-^^mt^mommmm-r^^z x o a - 1 a* 
tit, #to«io^o 1/LO **°£z£5z£ p «Ijtfli 

[0 10 3] 
[»U] 

1 _ _ __ x i o o 



v. 



[0 10 4] _ . 

( 2 ) n h 5 - H T 3 ^Sftt:Mf a^ife^a^lftoill^ K > h n) : 
h 5 — H T 3 $gfl£^S$*^HEK - 2 9 3 *ffiJfe]&«* (/^ * V > ? 
ttJ^IfA) 0. 0 5mL (»50vOn7?^) £24. 9 5 mL^>*^- 
-> 3 >A.;7r-B| (5 Ommo l/LOTr i s -M, 5mmo l/LOT^^ 
^/^P'lmmol/LWED T A©M««I^ 1 N -7]cgHbf- h V * ^7Ki# 

«»ifcBifcfcLfco i/c, «{» 2 7 0 //mo l/L<DDMSOl»tLfct, 

JS^nev^ti^*-^^. [ 3 H] BRL- 4 3 6 9 4 {B-ft^m&^&ttf 

H] BRL- 4 3 6 9 4C*«* , 0. 5 nmo [ 3 H] BRL-4 

3 6 9 4©iK**?'*t*^t4.) ^2 0// LO^t/W^rAtL, 
**RiSifcBffc5 0 0 ^ L^m^X, 2 5°Ct*6 0 #|8H a * Lfco Bran 

de l cell harvester ifflV>T, -f ^a^-i'a ^?77-B»i: 

/ B -7 ^ ;l/ 9 _ -e^ai- 7^i/hWy3>t^U:it)E£^fi S^flL 4 °C K 
<$-£PL*:5 Ommo l/L«Tr i s-M5mL?:ffl^7^H^»L 

7$ i J - («t SMfitt^»^ >^ ^~ -> 3 >77-7^- (A 1 o k attSL 
LSC -5100) TMMSfeLfco 0. 5 nmo 1 /LOiftJKKiSlt* L H] BRL-4 
3 6 9 4 <D5-HT 3 t^©fe^C*tt4#ftW»^W* ( % ) - 1"^*^ 
5-HTs $##^^1-^»^h^%^»'l4{±LlT'7)^:^ i l)f[llt^iH^II> 
o £^ ###y^O#J^{il O^mo l/LOM©fnt"-bfny (t r op is e 
tron:ICS205-930) *#V>;fc»*^fe*tffite*«£1-* - K * *W L 

[0 10 7] 
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[»2] 

1 ■ X 1 0 0 

[0 10 8] 

5-HTi a $#W5-HT 3 £##fc:W"*^ 1 0 0 nmo 1 / L CDjftjfttC 

5BHtOii3fetCfflv»7tBRL-4 3 6 9 4S^t ropisetron (ICS205-9 
3 0) lilTWlMT'^^^l-o 
[0 10 9] 
[ft 2 9 ] 




BR I. - 43694 tropi selron 



[0 110] 
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MA- 





^^7U^m<D^^^<D^\cMir^nM^ (%) 




5~HT 1A 


5 - H T s 


^WL\v) 1 


9 7 . 


5 


9 4 . 


2 




9 3 . 


3 


9 4. 5 


«=fc? -tfc /77lf M 


8 5 . 


8 


8 4. 


7 




8 5 . 


0 


6 1 . 


2 


^»1?U 5 


5 3 . 


0 


6 . 


3 


r±r -tfc- c 


9 7 . 


4 


9 3 . 


8 




9 6 . 


9 


9 5 . 


0 


-fcfr- /tCVI o 


9 3 . 


4 


7 8 • 


8 


rfcx +A- /xil r\ 


9 1 . 


0 


3 2 . 


0 


r-*rn> ~i-i-r~ Art? «« 


1 6 . 


1 


7 . 


1 


^M'Pll 1 1 


4 5 . 


0 


2 4 . 


7 


*4-r 4_A- Attl 1 Or 


9 6 . 


0 


9 3 . 


2 


«-?-» 4J- /Tit i n 


9 0 . 


2 


9 3 . 


6 


SeifiM 1 4 


7 7 . 


8 


1 6 . 


7 


^*^J 1 5 


6 2. 


1 


3 5 . 


0 


dfeSSW 1 6 


7 2 . 


2 


6 6 . 


8 


^Sfc^J l 7 


5 0 . 


6 


1 . 


9 


i s 


9 3 . 


1 


6 8 . 


8 


1 9 


8 5 . 


0 


7 




Sffi^J 2 0 


10 1. 


2 


9 2 . 


9 


2 1 


9 7 . 


4 


9 5 . 


0 


Sfc^J 2 2 


8 2 . 


4 


5 . 


3 


SISS^] 2 3 


7 7 . 


0 


7 4 . 


8 


J£ffi#J2 4 


7 8 . 


3 


3 0 . 


0 


*ii609 2 5 


9 7 . 


5 


9 9 . 


7 


SlS&^iJ 2 6 


8 5 . 


2 


7 1 . 


6 


2 7 


8 7 . 


0 


9 0 , 


2 


MM 2 8 


7 4 . 


7 


8 7 . 


3 


^Sfe^il 2 9 


8 0 . 


8 


9 3 . 


6 


fiJ&#l 3 0 


7 3 . 


5 


9 2 . 


4 



/kg (iN-»«t^ isso^s^M^-c^^^^^) fcttJffirtS^L 

fee ft^Ota^WrafeVPK-^feS, 10, 2 01^3 0*, lower lip 
retraction (LLR) W Ut body posture(FBP) 

cov>-c^tt««*ffv>, i*i*4«K (o :*SR(S, i ■ I -tjjf^ 

[0 112] 
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[«2] 



SIR 





7 y Mc*j-i~£ 5-HT 1A ft^M 


L L R 


F B P 




2 . 2 


1 . 8 


2 


0 . 2 


0. 4 


6 


2 . 4 


2. 0 


^M^iJ 7 


2 . 2 


2 . 2 


mmm 2 0 


1 . 6 


1 . 8 



[0113] 

( 4 ) y_2-± £M± ^ 5 - H T 3 Oiffl^. ( ^ > ^ »*) : 

2 7 0 -410g«S D^ytttv y h OJEKl*! &~<7 V *? > 1 . 25g/kg 

Kn^fy f'j7°^5> n7f->' t;i/7x-f (JilT\ -fen tv^) 3 00 

^g/kg^iWi:iii:S4L, -«tefc$&3li-S4&MtRJS (BCD fcm&Lfco 

fcft#U 1 O^tffi^n F^>3 0 0 //g/kg «rfejS»JRrttS:-^UfcBRtw|fe 
S-rs— *ttO|g5JR (BC2) fcSSfUL/io #»Mk^^t«lliaWJ^> t4fct., 

[0 114] 
[SSt3] 

BC1-BC2 
X I 0 0 



[0 115] 

[0116] 
[^3] 





(mg/k g) 


4MR*|HW* (%) 


MMM l 


0 . 1 


9 0. 3 


^Jfe^iJ 6 


0 . 0 1 


5 8. 5 


31 7 


1 . 0 


8 5. 4 


3ffe#iJ 2 0 


0 . 0 1 


6 4. 7 



[0 117] 

(5) z z h V7;T^j3^^#-M/cii^ite : 

41 811 H W U £ HI it £ * o EFIfcflvJt t± « S B «o SB £ -C S £ SWfc $ * fc 0 #S 

thfiE# 2005-3029051 
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o r m a 1 4ltt'ft^fe4LT^X b & ftWf*lll*W4: C o n t r o 1 



[0118] 



[0 119] 
Kb 3 0 ] 





alosetron 



graniseti-on 




[0 12 0] 
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SMB* 


Mo r m a 1 


1 . 7 


C o n t r o 1 


6 . 8 




lmg/kg 


5 . 8 


3 m g / k g 


3, 8 


1 0 m g / k g 


2,3 


*J£#*J 6 
( n iS'-fe' 


lmg/kg 


5 . 4 


3 m g / k g 


4 . 0 


1 0 m g / k g 


2 . 9 


^Mffl 2 0 


lmg/kg 


5 . 4 


3 m g / k g 


3. 6 


1 0 m g / k g 


2. 4 


tandospirone 


3 m g / k g 


4. 3 


buspirone 


1 m g / k g 


4. 3 


alosetron 


lmg/kg 


4 , i 


grani sctron 


0 . 3 m g / k g 


4 . 3 


ci Lansetron 


1 m g / k g 


4 . 0 


tandospirone (3 r n g / k g ) + 
alosetron ( 1 m g / k g) 


2 . 4 


tandospirone f 3 m g / k g ) 4- 
granisetron (0. 3 m g/ k g ) 


2 . 6 


tandospirone ( 3 m g / k g ) 4- 
ci lansetron (lmg/kg) 


2 . 3 


buspirone ( 1 m g / k g } + 
alosetron (lmg/kg) 


2 . 8 


buspirone (lmg/kg) + 
granisetron (0. 3 m g / k g ) 


2 . 3 


buspirone (lmg/kg) -h 
c i 1 anse Iron (lmg/kg) 


2 . 9 



[0121] 

T&m±, 5 - H T i a «ffl ^ ^ 5 - H T 3 i: Lt, 

•ffiHE#2 005-3029051 
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[0 12 2] 

, n^^-tr^^ij, mm, urn. mmtu %m 

, fn-fr^) > #m#^«J (M;LJ4\ *fc»£^) Xf4«#f#i ft 

\,>ZZLb tfX~% ho L^Lt, ±|BWJ I'-tfiffl L & Aft#'feco^WJ i: t T 14 , «x (4\ 

Mt^'J^A, IlIlth'J^A, 'J>Sth'J^A, ^i^Sfe^^tfbtL^o M 
[0123] 

^^m^t^it^-^ii 0 . 1-5 0 fifi% 0|ESII*I<75iftS-t:\ LtWi^l 
£-^J4 0. 0 5-1 oa^OfSffirt^**"?"^"-***^ Lv^ 0 
[0 12 4] 

0 0 1~5mg/kg, ffiCliO. 0 2~2mg/kg<?)iifli:t§-t^^^ 

1 0Xf4&0fc#ltTi£^-t & &o 

[0 12 5] 

jslt. mnmRvmMm kx*) ^um -r & 0 

[0126] 

mmm 1 

[0 12 7] 

Mb 3 i] 



o 




[0 12 8] 

7s f y y" 1 - A 
[0 12 9] 
Kb 3 2] 



[0 13 0] 
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it7Xti^7 v> 4 . 3 1 g*xf P>^V 3-^3 0ml KftflIU 2-^nn^yy 

* x. . ^on*;U trW {±1 L , ^TffiJi * $S7jt^c^ ^ * -> -A trftMx ttiEftftg L 

0 9$t£* v u * ^ *7A^ny^77^- (^od*;h:^;-*=2: i) t? 
H^L> 2 v>- i -^f;v^y 'J > 1 . 0 9g (10 0%) S"#fco 

1 H-NMR (CDC 1 3 ) 5:7. 89 (d, J = 9. 2 H z, 1 H) , 7. 70 (d 
, J=8. 4Hz, 1 H) , 7. 59 ( d d , J = l. 5Hz, 8. 0Hz, 1 H) , 7 
. 53 (ddd, J = l. 5Hz, 7. 0Hz, 8. 4Hz, 1 H) , 7. 26-7. 2 

2 (m, 1H) , 6. 97 ( d , J = 9. 2Hz, 1 H) , 3. 70 (t, J = 5. OH 
z, 4 H) , 3. 01 (t, J = 5. 0Hz, 4 H) 0 

Mass, m/ e : 2 1 3 (M + ) , 145 (base) „ 

[0131] 
[« 3] 




[0 13 2] 

fjVxXf;H 52g (9 0%) «r#feo 

1 H-NMR (CDC 1 s ) $ : 4. 14 (q, J = 7. 3Hz, 2H), 2. 25 (d 
, J = 5. 9Hz, 2H), 2. 20 (d, J = 5. 9Hz, 2 H) , 1. 67-1. 5 
6 (m, 4 H) o 

Mass, m/ e! 169 (M + ) , 96 ( b a s e ) 0 

xf77'i-c : 2 - (5 -yp^^^^ y^UkZJLZ) k9-ESi±lLz l-^-y-^^^ 

[0 13 3] 
[it 3 4 ] 




[0134] 

±JB*7^ -/l -Bt"MUc2 -75 / ->^n^^- 1 -x^*;^>ixf ;vx 
XfjV4 2. 3g*7F7tKD77V150ml t~Y#W U tf 0 v V 4 0 g £3)11 x.. 7jc 

IStfDjifcBfcfc*?- > V * Ajjt*iflu l 0 % * j. >Sl*Ki£iBU # i ^\ ISi^nit*fcdc"ei!fe#^ 
afofafcSt**' ^ * "> * A -Cfeflfc L > » J& L o i'>'J*W9A^n7h 
7-77^ - (n-^3r^> : ffcgfe.x^;i/ = 8 : 1) -efflSL, 2- (5-7nw^; 
^;V75y) n^^r^- 1 -^>7>;V^>@t^-^^^^T-;v 7 6 . 6g (9 2%) % 

1 H-NMR (CDC 1 3 ) dill. 62 (br s, 1H), 4. 22-4. 09 ( 
m, 2H) , 3. 42 (t, J = 6. 9Hz, 2 H) , 2. 9 7 - 2. 9 4 (m, 2 H) 
, 2. 34 (t, J = 7. 0Hz, 2H) , 2. 3 2 - 2. 2 3 (m, 2 H) , 1. 94 
-1. 8 8 (ra, 2H) , 1. 8 5 - 1. 7 9 (m, 2 H) , I. 6 5 - 1. 5 6 (m, 

m§E# 2005-3029051 



#11 2004-322858 
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4H) , 1. 3 0 (t, 1 = 7. 0Hz, 3H) o 
Mass, m/ e : 3 3 3 (M + ) , 55 (base) o 

-yfi-p : 2- [5- (4 u >- 2 --f ^^ryv - i jk) 

[0 13 5] 
[ft3 5] 




[0 13 6] 

±12*7- y 7^1 -CTr^j£L*:2 - -f;V7 5 /) ->?n^^- 

l-x>*;v#/tif 6. 5g> ±|B*x^ ^"l -A-e^-fiKLfc 2 - tf^ 

f pjija 7fci#?£ l £ o t«i & ^ ^ v a -e^^s -mm & ^m#«t 

-;v=l : 6 : o. 2) -cflNKU 2- [5- (4-^;u>-2-^^^7y^-l 
-^f;v) ^y^y-f;vT5 7] 1 -^c^^;v^>^^-^;v^*-r;v 7 9 . 

8 g (8 6%) *#7t 0 

1 H-NMR (CDCh) a : 1 1 . 61 (br s , 1H), 7. 87 (d, J = 9 
. 2Hz, 1H) , 7. 69 (d, J = 8. 5Hz, 1 H) , 7. 58-7. 56 (m, 
1H) , 7. 51 (ddd, J = l. 5Hz, 6. 9Hz, 8. 5Hz, 1 H) , 7. 2 
0 (ddd, J = l. 2Hz, 6. 9Hz, 8. 1Hz, 1 H) , 6. 97 ( d , J = 9 
. 2Hz, 1H), 4. 16 (q, J =6. 9Hz, 2H), 3. 74 (t, J = 5 . 0 
Hz, 4H), 2. 97 (t, J = 5. 0Hz, 2H), 2. 56 (t, J = 5. 0Hz 
4H) , 2. 4 3 - 2. 9 0 (m, 6 H) , 1. 7 4 - 1. 7 0 (m, 2 H) , 1. 6 
8 (m, 4H) , 1. 2 8 (t, J = 6. 9 Hz, 2 H) o 
Mass, m/ e : 4 6 4 (M + ) , 157 (base) o 

x y:7 ° i - e : 2 - [5- (4-^y;>-2--f;v ^ 7yv-i- o) ^ > ? y 
>f ;V7 5 71 yyo^^et- 1 -x.y 73 ;vtK>-1£<7)£-j% 
[0 13 7] 
[ft 3 6] 




[0 13 8] o 

0g ^ 2 -7'n;V-JV 7 2 5 ml, 3 6 5 ml U 1 §l/E7jc@JHb^ h U 

ffi|E# 2005-3029051 
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o *fHiufc»a*«jR, »tt2- [5- ( 4 -^ ,jy -2-if°f ^o; 1 ; 

^^/) /<>^;^T5;] i/^nA^f-l-x'/*^>»13l. 8g(83. 4 

i°H-NMR (CDC 1 3 ) * : 1 2. 29 (br s, 1 H) , 7. 9 2 (d, J = 9 
. 2Hz, 1H) , 7. 70 (d, J=8. 5Hz, 1 H) . 7. 61 U, J = 8. 1 
Hz 1H) 7. 5 7-7. 5 3 (m, 1 H) , 7. 1 8~7. 1 5 (m, 1 H) , 6 
. 9 6 (d, J-8. 9H., lH),3.89(br s , 4 H) .2-9 2-2 9 

1 (m 6H) , 2. 7 2 - 2. 6 9 (m, 2 H) , 2. 3 7 - 2. 3 5 (m, 2 H) , 

2 . 3 2-2. 31 (m, 2 H) , 1 . 7 3 - 1. 6 7 (m, 4 H) , 1 . 61-1. 5 

5 (m, 4 H) o , , ,_ _ \ 

Ma s s, m/e : 4 1 8 (M + - 1 8 ) , 3 9 2 (M + - 4 4 ) , 1 5 7 (base) 

\ 7- - y -7° l — F ' 3 2 - U - (4-^;n-2-^^^ 7y>-l-^ 

[0 13 9] 
[ft 3 7] 

o 




ilEU^T-l-ET^L/^- [5- (4-^'J^2-^^M7y/-l- 
✓f;v) ^y^;^V7?y] i/^A^-l-xy^r/»10. OgfcT-h^HF 
o7 7V30ml L, 3 ll:I:<7)*7KHm 7 . 0 g 1 l$IB!Sn*fc««E R 

J&«E*#.#T£U »40%^Wr/-^/-«3 5.6ml < «9 

sp^f'o #&i ommmw^fcfc, tatst. mi±?**sL/io swtks omi on^, 

3 0»t, WffiLfc*h&*»U giU3-^iV-2- [4- (4-^'J/- 
2-^VtV 9 y>-l-^V) 7*^] -5, 6, 7, 8 - t Y 9 H K u - 3 H - * i~ 
y ,j _ 4 _ * > 8 . 8 3 g ( 8 9. 3 96) fcWfco 

1 H-NMR (CDC 1 s ) § : 7. 88 (d, J = 9. 1Hz, 1 H) , 7. 6 9 (d 
J = 8 5Hz, 1H), 7. 58 (d, J=8. 1Hz, 1H), 7. 52 (dd, 
jig 5 Hz, J = l. 5 Hz, 1H) , 7. 2 3 - 7. 2 0 (m, 1 H) , 6 97 
(d J = 9. 2Hz, 1H),3. 75 (br s , 4 H) , 3 . 5 3 ( s , 3 H) , 
2. '74 (t, J = 7. 7Hz, 2H), 2. 57-2. 54 (m, 6H), 2, 50- 
2. 4 3 (m, 4H) , 1. 8 3 - 1. 6 6 (m, 8 H) 0 
Mass, m/e:431 (M + ), 157 (base)o 

[0141] 
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Ut3 8] 




1° 1 4 21 r, ^ 

^Mi?!llt|W!»^LT, 3-2- [4- (4 

;v) -5, 6, 7, 8-f >7tFn 



3f-yi;>-2-^f^ti 0 ^"7> ?;y_1 ' _ ' 1 ' 



1 H-NMR (CDC 1 s ) 5 
, J = 8. 5Hz, 1H) , 7 
0 (m, 1H) . 7. 2 3~7. 19 (m, 1 H) 
H) 4 11-4. 06 (m, 2H) ,3.75 
7 2 (m, 2H) , 2. 5 8-2. 53 
1 . 8 3 - 1- 6 5 (m, 8 H) . 1 
4 4 5 (M + ) 



7 6-2. 
m, 4H) 
Mass, m/ e 
^Iftfcff U 3 



7. 8 8 (d, J = 8. 9Hz, 1H) , 7. 6 9 (d 
58 (d, J = 8. 1Hz, 1H) , 7. 54-7. 5 
6.9 7 (d, J = 9. 2Hz, 1 
(t, J = 5. 0Hz, 4H), 2. 
(m, 6H) , 2. 4 9 - 2. 4 3 ( 
3 3 - 1. 3 0 Cm, 3 H) 
157 (base)o 



[0 14 3] 
lit 3 9 ] 




y _ ! _-ov) y*-*] - 5, 6, 7, 8-Tb7tH>-3H ft; '' / 

^?NMR (CDC. 3) »:7. 89 (d , J = 9 2H , 1 H) 7 7 0 (d 

, 7 . 5 9 ( d d , J = 1 • 2 H z , 7 . 7 H z 1 , / 
5Hz, 6. 9Hz, 8. 5Hz, 1 H) . 7. 2 2 (ddd 
8. 2Hz, 1H) ,6.98 (d, J = 9. 2Hz 
7Hz, 2H) , 3. 7 6 (t, J = 4. 6Hz 4H 
2H),2. 5 9 (t, J=4. 6Hz, 4H), 
" 1.86-1.5 



, J = 8. 1 H z , 1 H) 
. 5 3 (ddd, J = I. 
, J = 1 . 2Hz, 6. 9Hz, 
1H) , 3. 95 (t , J = 7. 
) , 2. 74 (t, J=7. 7Hz, 
2 . 5 6 - 2. 5 3 (m, 2 H) , 2 
8 (m, 1 1 H) o 

Ma s s, m/e : 4 5 9 (M + ) , 1 5 7 ( b a s e ) 

ggffiffM 4 

[0 14 5] 



5 1-2. 42 (m, 4 H) 



mm 2005-3029051 



WM 2004-322858 



^-v: 30/ 



[ft 4 0] 




[0146] 

Hifiju^icit> 3-^^v;v-2- [4- (4 »j >- 2 ->r ^/tr^^^ 

>-l-^f;V) -5, 6, 7, 8-f F7tKn-3H-^fy*^-4-t> 

1 H-NMR (CDC 1 s ) 517. 23-7. 20 (m, 1 H) , 6. 97 (d, J = 
9. 2Hz, 1H) , 7. 87 ( d , J = 8. 9Hz, 1 H) , 7. 69 (d, J = 8. 
9Hz, 1H), 7. 58 (d d, J = 8 . 1Hz, 1. 2Hz, 1H) 7. 57-7. 
50 (m, 1 H) , 7. 3 3 - 7. 2 7 (m, 3 H) , 7. 23-7. 19 (m, 1 H) 

, 7. 15 (d, J = 6. 9Hz, 2H) , 6. 96 (d, J = 8. 9Hz, 1H), 5 
. 31 ( s , 2 H) , 3. 73-3. 71 (m, 4H), 2. 60-2. 54 (m, 2H 
), 2. 52-2. 50 (m, 6 H) , 2. 33 (t, J = 7. 3Hz, 2H), 1. 8 

2 - 1 . 6 6 (m, 6 H) , 1 . 5 6 - 1. 5 2 (m, 4 H) „ 
Mass, m/ e : 5 0 7 (M + ), 157 (base) Q 
Hi 5 

[0 14 7] 
lit A 1] 




[0 14 8] 

**WlfcPOi»KLT, 3 2 - [3- (4 -^y i; ^- 2 --f^tf-^v v> 

-1--T;V) 7°nk°;v] -5, 6, 7, 8-fh7tKn-3H-^tV*'J>-4-t> 

1 H-NMR (CDC 1 3 ) d : 7. 88 (d, J = 8. 9Hz, 1H), 7. 69 (d 
, J=8. 5Hz, 1 H) , 7. 59 (dd, J = l. 1Hz, 8. 1Hz, 1 H) , 7 
. 52 (ddd, J = l. 5Hz, 6. 9Hz, 6. 9Hz, 1 H) , 7. 22 (ddd 
, J = l. 1Hz, 6. 9Hz, 6. 9Hz, 1 H) , 6. 96 (d, J=9. 1Hz, 
1H), 3. 75-3. 70 (m, 4H), 3. 55 (s, 3H), 2. 77 (t, J = 
8. 0Hz, 2H), 2. 6 2 - 2. 5 6 (m, 1 0 H) , 1. 99 (q, J = 7. 3H 
z , 2 H) , 1 . 8 1-1. 6 8 (m, 4 H) 0 

Mass, m/e : 417 (M + ), 240, 178, 157 (base) Q 

mmm 6 

[0 14 9] 



miE# 2005-3029051 



#11 2004-322858 



^-v: 31/ 



[ft4 2] 





[0 15 0] 

1 H-NMR (CDC 1 



2 
5 



, 7. 6 
-7. 2 
) , 3. 
4 (m, 
Mass 

Hi 7 

[0 1 



9 (d, 
2 (m, 
5 3 ( s 
9 H) , 
, m/ e 

5 1] 



J = 8. 

1 H) , 
, 3 H) 

2 . 5 0 
: 4 4 5 



) 8 : 

5 H z 
6. 8 
, 2. 
- 2 . 

(M + 



|4- [4- (4-^W> M ^-2-'f 
6, 7, 8-ff7t Ku-3H-*-*-V'J 



. 7 6 

1 H) , 
(s, 1 
4 (t, 
3 (m, 
,17 1 



(d d, 
7. 5 

L H) , 
J = 8 
4 H) 
(b a 



J = 8 



- 7 . 
. 7 5 
1 H z 
1 . 8 

e ) o 



1 H z , 1 
5 0 (m, 
(t, J = 5 
, 2 H) , 2 
1 - 1 . 6 8 



. 2 H z , 1 H) 
1H) , 7. 2 5 
0 H z , 4 H 
5 9-2. 5 
(m, 8 H) o 



[ft4 3] 





[0152] 

3-^^-2- 14- [4- (4-^m/V>-2-^ 
;v) ti^9v>-l-^] -5, 6, 7, 8-f f7t Kn-3H-^t'/'J 

>- 4 - ^-^^^LfCo v . 3 

1 H-NMR (CDC 1 3 ) S 7. 76 (d, J =6. 9 Hz, 1 H) , 7. 69 (d 
J = 8. 5 Hz, 1H) , 7. 5 4 - 7. 5 0 (m, 1 H) , 7. 2 6 - 7. 2 2 (m 
1H), 6. 83 (s, 1H), 4. 12-4. 05 (m, 2H), 3. 77-3. 
7 4 (m, 4H) , 2. 7 4 (t, J =7. 7 Hz, 2 H) , 2. 6 2 - 2. 5 9 (m, 
4H) , 2. 59 (s, 3H) , 2. 5 6 - 2. 5 3 (m, 2 H) , 2. 4 9 - 2 4 5 
(m, 4H) , 1. 8 3 - 1. 6 7 (m, 8 H) , 1. 3 3 - 1. 2 9 (m, 3 H) 0 
Mass, m/ e : 4 5 9 (M + ) , 171 ( b a s e ) o 

[0153] 



•mtE# 2005-3029051 



mm 2004-322858 



^-v: 32/ 



[it 4 4 ] 




[0 15 4] . 

^ ;v) if s<<7 v y - 1 - * ^ f+M - 5 - 

1 H-NMR (CDC 1 s ) § 
H) , 7. 7 9 (d, J =7. 
3 3-7. 21 (m, 4 H) , 
(s , 1 H) . 5. 3 1 (s, 



| 4 _ [ 4 _ (4 -^;V3ry D 2 - 
6, 7, 8-ff9tFn-3H-^ty 



. 6 4 (m, 2 H) , 
0 (t, J = 5. OH 
3 (m, 4 H) , 1 • 
m/ e ". 5 



Mass 
HI 9 

[0 15 5] 
[ft 4 5] 



: 7. 

7 H z 
7. 1 
2 H) 
. 6 0~2. 
, 4H) , 2 
1 - 1 . 6 E 
1 (M + ) . 



7 6 (d d, J = 8. 
, 1 H) , 7. 5 4- 
6 (s, 1H) , 7. 
, 3. 7 2-3. 7 0 
5 2 (m, 2 H) , 2 

3 4 - 2. 3 0 (m, 2 H) 
(m, 2 H) , 1 . 5 8-1. 
171 (base)o 



1Hz, J = 1. 2Hz, 1 
7 . 4 9 (m, 1 H) , 7. 
15 (s , 1 H) , 6. 8 1 
(m, 4H) , 2. 6 7-2 
. 59 (s, 3 H) , 2. 5 
2. 0 4-1. 7 
0 Cm, 2 H) o 




_?f,r^f-3-^7v- L 5, «.\. 8-t>nFn-3H-^>-4 

l ti tmtvap fCDC 1 3 ) 5 - 7. 59 (d, J = 7. 3Hz, 1HJ , ' • ° * v. 
H-NMR (CDC , J a . ( 1H) 7 . o 9-7. 0 5 ( 

m \ 65 la 6 3*(m 4 H) . 3. 5 2 (s, 3 H) . 2. 7 5-2 
V'l 1 ^! 2H) 6 2. 5 8 - 2. ( 5 4 On, 6 H) , 2. 5 0 - 2. 4 3 (m, 4 H) 

1 8 1 ~ 1 • 6 3 (m, 8 H) o 
Ma s s, m/e 14 3 7 (M + ) , 9 6 (b a s e) . 

ligi i o 

[0 15 7] 



ffif£#2 005-3029051 



mm 2004-322858 



lit 4 6 ] 





-<i)V) 7f^V] -3-^^-5, 6, 7, 8-x b5t Kn-3H- + t/'J >~4 

1 H-NMR (CDC 1 s ) 5:7. 6 1-7. 54 (m, 2 H) , 7. 32-7. 28 
(m 1H) , 7. 10-7. 06 (m, 1 H) , 3. 6 6 - 3. 6 3 (m, 4 H) , 3 
3 1-3. 24 (m, 2H) , 2 . 73-2. 71 (m, 2 H) , 2 . 59 ( t , J = 
5 0Hz, 4H) , 2. 5 4 - 2. 5 3 (m, 2 H) , 2. 4 7 - 2. 4 4 (m, 4H 
), 1. 85-1. 65 (m, 8H) , 1. 12 (t, J = 7. 3Hz, 3H)o 
Mass, m/ e : 4 5 1 (M + ) , 96 ( b a s e ) 0 

mm\ 1 1 

[0 15 9] 
lit A 7] 



[0 16 0] . 

m-mmi tmrnKux, 2- [4- ( 4 -^^/f7^jv-2-^vM 7 y>-i 

fT-frl -3-^>v;V-5, 6, 7, 8-fl«5tKn-3H-WJ>- 

1 H — NM R (CDC 1 3 ) 8 : 7. 59 (d, J = 6. 9Hz, 1 H) , 7. 54 ( 
d 7 3Hz, 1H) , 7. 3 3 - 7. 2 7 (m, 6 H) , 7. 0 9 - 7. 0 5 (m, 
1H) 4. 43 (d, J = 5. 8Hz, 2H), 3. 61-3. 59 (m, 4H), 2 
65 '( t , 1 = 7. 7Hz, 2H) , 2. 58 (t, J = 5. 8Hz, 2 H) , 2. 5 
5-2. 52 (m, 2H) , 2. 51-2. 48 (m, 4 H) , 2. 32 (t, J = 7. 
3Hz, 2H) , 1. 81-1. 64 (m, 6 H) , 1. 5 5 - 1. 4 9 (m, 2 H) o 
Mass, m/e:513 (M + ), 91 (b a s e) o 

mmm 1 2 

[0161] 




ffiiE# 2005-3029051 



mm 2004-322858 



^-v : 34/ 



[ft 4 8] 




r o i 6 2 1 

. Chem. Soc. , 8 5, 207-222 ( 19 6 3 ) ^ 

-^V^7y>-1-^^) T*^] -5, 6, 7, 8-7" 
V > — 4 — 3r y i k y a$' L/co 



xx;v (jtmt : J ■ Am 

[ 4 _ (4_3ryij>--2 



1 H-NMR (CDC 1 3 ) 8 
J = 8. 5Hz, 1H) , 7 
0 (m, 1H) , 7. 2 3~7 
H) , 3. 75 (t, J = 5. 



6 8 (m, 3 H) , 2 . 
2 H) , 2. 0 3-1. 
~ 1 . 6 5 (m, 2 H) 
Hz, 3 H) o 
Mass, m/ e : 4 4 
1 3 
[0 16 3] 
[ft 4 9] 



6 0 
9 6 
, 1 



: 7. 

. 5 8 
. 1 9 

0 H z 
5 



- 2 . 

(m, 1H) 
4 0-1. 



8 8 (d, J = 8. 9H 
(d, J = 7. 7Hz, 
(m, 1H) , 6. 9 7 
, 4 H) , 3. 5 3 (s 
6 (m, 7H) , 2. 4 
, 1 . 8 8-1. 7 
3 4 Cm, 1 H) , 



H) 



(M + ) , 15 7 (base) 





7 
5 



z, 1 
1H) , 7 
(d, J = 9. 
, 3H) , 2. 

5 (t, J = 7 

6 (m, 3H) 
1 . 0 6 (d, 



6 



2 H 
7 4 
. 3 
, 1 
J = 



9 

7 . 

z , 
- 2 
H z 
. 7 
6 . 



(d 
5 



1 

6 



i H-NMR (CDCls) * : 7. 88 (d. J=9 0Hz 1H) i . 7. 69 (d 
j = 8. 5Hz, 1H) , 7. 58 (dd. J = 7. 7Hz, 1. 2Hz, 1H) , I 
' 5 2 (ddd, J = 8. 5Hz, 6. 9Hz 1. 
T =8 1Hz, 6. 9Hz, 1. 2Hz, 1H) 
J ' (q, J = 7 . 3 Hz, 2H) , 3 

6 7 (m, 3H) , 2. 6 0-2 
, 2H) ,1.99 (dd, J = 17. 3Hz 10. 
7 2 (m, 3H) , 1. 7 1-1. 6 5 (m, 2 H) , 
,1.31 (t, J = 6. 9Hz, 



1H) , 4. 0 8 
) , 2. 7 6-2 
, J = 7. 3 H z 
, 1 . 8 7-1 

3 5 (m, 1 H) 
Hz, 3 H) o 
Mass, m/ e 



5Hz, 1H), 7. 21 (ddd 
,6.97 (d, J = 9. 2Hz, 
. 7 5 (t, J = 5. 0Hz, 4H 
. 5 6 (m, 7H) , 2. 4 4 (t 

0 H z , 1 H) 

1 . 3 9-1. 
3H) , 1. 0 6 (d, J = 6. 7 



4 5 9 (M + ) 



157 (base)o 

ffiiE# 2005-3029051 



#11 2004-322858 



^-v: 35/ 



1 4 



[0 16 5] 
m 5 0 ] 




[0 16 6] 

Xr-y7°l 4 - A 



[0 16 7] 
lit 5 1 ] 



5 -j-j-y^vj^tiJlL* f)^^^ J ^^ 




4 #4*4 L->V*A***3 0ml, yxf^f;V30ml^lMi:«« 
,f N ^V-N-Vnvl«2. 0 6 g t 2 0 *«**-Cll!*., *v*£ 2 0 »M 



3) 



g|j.f-;V : n -^^r-^ > = 1 
1 . 1 5 g (8 0%) %n?-o 

i h — NMR (CDC Is) 8 I 3. 66 
2H) . 2. 33 (t, J = 7. 3Hz 
1 . 8 4 (m, 2 H) o 
Mass, m/e: 145, 59 (bas 
Xf-^14-B: 5 - ( 4 - * / U > - 

[0 16 9] 
[ft 5 2 ] 



(s, 3H) 
, 2H) , 2 

e) 



2. 4 9 (t, J = 7. 3Hz 
13 (s, 3H) , 1. 89~ 



MeQ 2 C 





p±p^vSM^1 ^- i frill * # 7 — ;v 1 0 m 1 La: vT ✓ hU ^ h^^/^^ 1 ' 

miE# 2005-3029051 



mm 2004-322858 



^-V \ 36/ 



' I • 2 ' H Vh I" 8 5 Hz 1H) , 7. 2 0 (ddd. J = l. 5H 



J=I' 5Hz', 6. 9Hz, 8. 5Hz, 1 H) . 7. 20 Ijaa j-x. 5H 
« oh, R 1Hz 1H) 6. 9 6 (d, J = 8. 9 Hz, 1 H) , 3. 7 

2. 6 0 - 2. 5 5 Cm. 2 H) , 2. 34 (t J = 7 3Hz, 2H) , 1. 75 
1. 6 4 (m, 4H) , 1. 0 0 (d, J =6. 6Hz 3 H) „ 

[0 17 1] 



lit 5 3 ] 



H0 2 C 




8m g (8 9%) =M#fco T ^orr 7 7 0 (d 

i H-NMR (CDC Is) 8 17. 9 1 (d. = 9 . 3 H z 1 H) . 7 7 0 (d 
T-8 5Hz 1H) , 7. 60 (d, J = 8. 1Hz, 1 H) , 7 5 4 U d d 

5 4 - 1. 4 9 (m, 1 H) , 1. 16 (d, J = 6. 9Hz, 381. 

[0 17 3] 
Hfc 5 4 ] 



C0 2 Et 




#JM 2004-322858 



^-v: 37/ 



, vM £ *JtJ±« t £ o mm. ^y'J*^*7A^nv>777^- (f£®t^ ^) -Cffl 
1U 2- [5- (4 -^r-y U 2 ->f tf^7 1 --f Mt^^7? 

;] _y^nAJrt-l-xy*jV*'>iifiVxXriH 8 2mg (3 8%) ^#f: 0 
1 H-NMR (CDC 1 s ) £111. 61 (b r - s , 1H), 7 . 86 (d, J = 8 
. 9 H z, 1 H) , 7. 68 (d, J = 8. 5Hz, 1 H) , 7. 57 ( d , J = 7. 7 
Hz, 1 H) , 7. 51 (ddd, J = l. 2Hz, 6. 9Hz, 8. 1Hz, 1 H) , 
7. 22-7. 18 (m, 1H), 6. 96 (d, J = 9. 3Hz, 1H), 4. 14 ( 
q, J = 6. 9Hz, 2H), 3. 80-3. 70 (m, 4H), 2. 98-2. 95 ( 
m, 2H) , 2. 7 5 - 2. 6 5 (m, 3 H) , 2. 6 4 - 2. 5 6 (m, 2 H) , 2. 
34 (t, J = 7. 3Hz, 2H), 2. 31-2. 28 (m, 2H), 1. 81-1. 
7 0 (m, 2 H) , 1 . 6 9 - 1. 5 6 (m, 6 H) , 1 . 26 ( t , J = 6 . 9 H z , 
3H), 1. 01 (d, J = 6. 6Hz, 3H) Q 
Mass, m/ e : 4 7 8 (M + ), 157 (b a s e ) o 

X7--y-7°i4-E:2- r 5 - (4-^y i ;^-2-^;v- 2 2 y - 1 ~ d ;v ) 

[0 17 5] 
[it 5 5 ] 



C0 2 H 




[0 17 6] 

^r-;7°14-DtML/;2- [5- (4 -3fy U >- 2 -4 1 - 

^ ; v) 4 )VT < y ] -y ^ DA^ft- 1 - x> * /fxf ;vx7 t> i >5 > 

TKfE^r-y ^l -E fcR^iat, 2- [5- (4 U >- 2 

1 H-NMR (CDCh) * : 1 2. 32 (b r - s , 1H), 7. 91 (d, J = 9 
. 3Hz, 1H), 7. 70 (d, J = 8. 5Hz, 1H), 7. 61 (d, J = 8. 1 
Hz, 1 H) , 7. 55 (ddd, J = l. 5Hz, 6. 9Hz, 8. 5Hz, 1 H) , 
7. 28-7. 23 (m, 1H), 6. 95 (d, J = 8. 9Hz, 1H), 4. 05- 
3. 9 7 (m, 4H) , 3. 0 4 - 2. 9 6 (m, 3 H) , 2. 9 5 - 2. 9 0 (m, 2 
H) , 2. 4 3 - 2. 2 6 (m, 6 H) , 1. 93-1. 71 (m, 2 H) ,1.61- 
1. 41 (m, 6H), 1. 19 (d, J = 6. 9Hz, 3 H) 0 
Mass, m/ e : 4 0 6, 157 (base)o 

XTvfl 4 -F : 3 -y^)V- 2 - U- (4-^; i J>-2-^^-^7^>-1 
-4)V) -5, 6, 7, 8 - f > 7 t: Kn - 3 H - V''J > - 4 - 1 > O 

[0177] 



ffifE# 2005-3029051 



#fl 2004-322858 



^-v*: 38/ 



[ft5 6] 




[0178] . _ , 

±B^f7^1 4-ET?-frj£Lfc2- [5- 
2-^^) y -f;VT5 y ] — n^^- 1 ^ # JV^^ffi^-c, hubB* 

r^i-F^«i:U, 3-^^;v-2- [4- (4-t/'J>-2-^-^7 
y^-!-^^) - 5 , 6, 7, 8-f>9tKn-3H-W;>-4 

1 H-NMR (CDC 1 3 ) 5:7. 87 (d, J = 8. 9 H z, 1 H) , 7. 69 (d 
, J =8. 5Hz, 1H), 7. 58 (d, J = 8. 1Hz, 1 H) , 7. 52 (ddd 
J = l. 5Hz, 6. 9Hz, 8. 5Hz, 1 H) , 7. 23-7. 19 (m, 1 H) 
6. 96 (d, J = 9. 2Hz, 1H) , 3. 77-3. 71 (m, 4H), 3. 54 
(s 3 H) , 2. 74-2. 68 (m, 5 H) , 2. 5 9 - 2. 5 4 (m, 4 H) , 2 
5 0 - 2. 4 7 (m, 2 H) , 1. 8 3 - 1. 6 8 (m, 8 H) , 1. 01 (d, J = 
6 . 6Hz, 3 H) o 

Mass, m/ e : 4 4 5, 157 (base)o 

[0 17 9] 
{it 5 7 ] 




[0 18 0] 

^77-1 5-A : 2- U- (i-^yJ-z-Z-^ V^r^-l-^^ ^* 

[0181] 
{it 5 8 ] 




[0 18 2] 

yy h 7^^fif)l/^aiWi U Buffi* t- ? 7 1 -C~ 1 -Ei»U, 2 
_ [ 4 _ ( 4 _ ^ y i; > - 2 - ;V tf ^ 7 ^ > - 1 - ^) ^>^^^^75;] £ 

If^tl^^fe 1 H-NMR#U 

EH=E#2 005-3029051 



mm 2004-322858 



^-v: 39/ 



Mass, m/e:432 (M + ), 414, 157 (base)o 
Xfyyi5-B:2- [4- (4-^y'J>-2-^;v^ 7y>-l-^^) Z^2k 
1-3, 1 -^O'/t^rfy ^- 4 yfD&fiL 
[0183] 
[ft5 9] 




[0 18 4] 

±K*7 t *7 F l 5-At^L/:2- [4- (4-^y'J>-2- 
0"Cl-T-B#Hm#L^:^ ?|S^M*Lt, 2- [4- (4- 



) s : 

J = 9 . 3 H z 
, 1 H) , 7. 
7 . 5 5-7. 



tf^7 v>— 1 

0 0 96) £#fco 

1 H-NMR (CDC 1 3 
, 7 . 8 7 (d 
Hz, 8 . 5 H 
4 (m, 2H) 
, 6 . 9 H z , 

(t, J = 5. 
, J = 5. OH 
= 7 . 7 H z , 
Mass, m/ e 
-y7°l 5 - C 
- i -4 ;v) ^^^y-f^r 



^ jVt"^7y> - 1 
0 6 gO 8 

1 -^:>y^-^r-9- v 4 — 4 . 17g (1 



8 . 1 H z , 1 
0 H z , 4 H) 
z, 4H) , 2 
2 H) , 1 . 7 



H) 



2 
4 



. 6. 

. 7 4 
6 ( t 
- 1 . 6 
4 14 (M + ) , 15 

N — ± V "7° P ^ jk ~ 2 

7] ^VjQ 



1 9 (d 
H) , 7 
(d, J 
(m, 2 
9 7 
(t 

, J 
5 
7 



d, J = 1. 
. 7 9 (d d 
= 8 . 1 H z 
H) , 7. 2 
(d, J = 9 
, J = 7. 7 
- 7 . 3 H z 
(m, 2 H) o 
(base) o 
[5- ( 4 - ^ V 



5 H z , 
d, J = 
, 1 H) 
1 (d d 
. 2 H z 
z, 2 
2 H) 



H 



y — 



8 . 1 H z , 1 H) 
1 . 5 H z , 6 . 9 
, 7 . 6 1~7. 5 
d, J = 1 . 2 H z 
, 1 H) , 3. 7 5 
H) , 2 . 5 8 ( t 
, 1 . 9 0 (q, J 



2 —4 V> 



[0 18 5] 
[it 6 0] 




[0 18 6] 

±1B*7^71 5-BX-&$LVtz2- [4- (4-#/'J>-2- 
-? c f-l\'~\ -3, l- / 0 , y*t J ftv ! '>-4-t>'4l4mg 
> 5 9 0 mgjtfr f5H Kn77>5m 1 t #7Xf flCf 
W L o ?^ W * «J±@* U # e> *i;fc»aE £ v vaffrHJ 
- (^nn^y : y?y-;v=l 0 : l) "CttSU N-^77" 

( 4 _ y i; y - 2 - A )V M ^ 9 V > ~ 1 ~ W ^) ^^^/^^75 
5mg (5 8%) 

1 H-NMR (CDC 1 3 ) 5:11. 11 (br s, 1 H) , 8 
0. 8Hz, 8. 5Hz, 1H), 7. 87 (d, J=9. 3Hz, 
d, J = 8. 5Hz, 1H) , 7. 58 (dd, J = l. 2Hz, 8 

mm 2 0 0 



4 ;vtf^5 
, ^7 7*n 
^S.8 0°C 

u n°;v— 2 

. 6 1 (d 
1H) , 7 
. 1 H z , 

5-302 



v y - 1 
tf ;v T ^ 
X- 1 fl#IW 

- [5- 
K2 7 



( 



d, J 
. 6 8 
1 H) , 

9 0 5 1 
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7. 51 (ddd, J = l. 2Hz, 6. 9Hz, 8. 1Hz, 1 H) , 7. 45 (dd 
d, J = l. 5Hz, 6. 9Hz, 8. 9Hz, 1 H) , 7. 41 (dd, J = l. 5H 
z, 8. 1Hz, 1H), 7. 20 (ddd, J = l. 2Hz, 6. 9Hz, 8. 1Hz 
, 1H), 7. 05 (ddd, J = l. 2Hz, 7. 3Hz, 8. 5Hz, 1 H) , 6. 
96 (d, J = 9 . 3Hz, 1H), 5. 99-5. 97 (m, 1H), 4. 26-4. 
21 (m, 1H) , 3. 74 (t, J = 5. 0Hz, 4 H) , 2. 61-2. 57 (m, 
4H), 2. 45 (t, J = 7. 3Hz, 2H), 1. 81-1. 75 (m, 2H), 1 
. 69-1. 59 (m, 2H), I. 26 (d, J = 6. 6Hz, 6 H) o 
Mass, m/ e : 4 7 3 (M + ), 157 (base) 0 

-f 1 5 -D : 3 -4 yy°u\£.)\y- 2 - [4 - (4 0 >- 2 -4 )VJd^7V^L 

-1-^JV) T^JH -3H-^t'/')'/-4-t>g)M 
[0187] 

[lb 6 i] 




[0 18 8] 

±SB*x y "/I 5-C-e^tTtN-^ V^DH°;v- 2 - [5- (4-^y'J>-2- 
-f ;v tf^9 v >- 1 — f >U) ^>^y-f;VT57] ^>f5 F2 0 0mgl: 2 5 0°Ct~l 

1 5 : i ) tin, 3 v-fu tf;v- 2 - [4 - (4-^y i ;>-2--r 

jHf^7v>-l-^^) 7*fJV] -3H-^tV'J>-4-t>25mg (13%) 4: 

1 H-NMR (CDCla) S : 8. 21 (dd, J = 1 . 2Hz, 8. 1Hz, 1H) 
, 7. 88 (d, J = 9. 3Hz, 1H), 7. 70-7. 66 (m, 2H), 7. 64 
-7. 62 (m, 1 H) , 7. 6 0 - 7. 5 7 (m, 2 H) , 7. 52 (ddd, J = l 
. 5Hz, 6. 9Hz, 8. 5Hz, 1 H) , 7. 40 (ddd, J = l. 2Hz, 6. 
9Hz, 8. 1Hz, 1H), 7. 24-7. 19 (m, 1H), 6. 97 (d, J = 9 
. 3Hz, 1 H) , 4. 6 4 -4. 5 6 (m, 1 H) , 3. 7 8 - 3. 7 4 (m, 4 H) 
, 2. 90 (t, J = 7. 7Hz, 2H) , 2. 61-2. 57 (m, 4 H) , 2. 50 

(t, J = 7. 7Hz, 2H), 1. 93-1. 85 (m, 2H), 1. 79-1. 69 

(m, 2H) , 1. 68 (d, J = 6. 6Hz, 6 H) 0 
Mass, m/ e : 4 5 5 (M + ), 157 (base) o 
mWM 1 6 
[0 18 9] 



ttlfiE# 2005-3029051 



#11 2 0 0 4 - 3 2 2 8 5 8 



^-v I 41/ 



[ft 6 2 ] 





tmi^Vl5-B^J*U*:2- [4- (4-^ 

bW^- (**nu**> : ^y-^i 5 . 1 
r j-4_ (4 ij y- 2 -^^?y>-l-^) 

4-*> 1 6 3mg (6 5%) 
i h_nmR (CDC Is) 5:8. 30 ( d d , 
7. 8 8 (d, J = 8. 9Hz 



,j y _ 2 - 4 ;v tr^ -7 v > - i 

2 0 7mg^^'>' ;v7 ' y 

'J * ^~ ;V * 7 A * n ^ 
tilt, 3-^^v^-2 _ 



H z 
. 1 H z 

J = l- 

H) , 5 
. 7 H z 
2H) , 
Mass 
1 



8 . 5 H z , 1 H) , 7 



, 6 . 9 H z 
2 H z , 6 . 
. 4 3 ( s , 
, 2 H) 
1 . 8 6 
, m/ e 

9 1] 



1 H) 
9Hz, 8 . 
3H) , 3 . 
. 5 4~2. 
. 79 (m, 
0 3 (M + ) 



J = 1 

1 H) , 7 . 7 4 (d 

2 ~ 7 . 5 7 Cm, 2 

. 3 5~7. 16 (m 
1Hz, 1H) , 6. 
7 4 - 3. 7 0 (m, 
5 0 (m, 4 H) , 2 
2H) , 1- 6 3-1 
, 15 7 (base) 



2Hz, 8. 1Hz, 1H) 
d d, J = l. 2Hz, 6. 9 
H) , 7. 5 3 (d d, J = 1 

7H) , 7. 46 (ddd, 
9 6 (d, J = 8. 9Hz, 1 
4H),2. 79 (t, J = 7 
. 3 8 (t, J =7. 3Hz, 
. 5 5 (m, 2 H) o 
,91c 



10 1 

[ft 6 3 ] 





[0192] ^i-v-^-rt^-^-U-U-^ 1 ^ 

1 H-NMR (CDCl.)r.B 26 ( d d - 1 ; ° 1H) ? ?g 

' ? - 87 (d «i !H? , 7 ?9'( ', J-8 1Hz, 1H) , 7. 58 (d 
(d, J = l. 5Hz, 1H) , 7. by VQ, J 9Hz, 8. 1H 

/j-8. 1Hz, 1H) 7 B2Cddd. J-l.2H-. 6 9 ? 
z , 1H) , 7. 45 (ddd, J- • 2 Hz. 6. . & g R) 

. 2 3~7. 19 (m, 1H) , 7. 16 Cda. J 96 (d, J = 9. 2H 

1H) , 3. 86 (s, 3H, ffittW 2 0 0 5 - 3 0 2 9 0 5 1 



#111 2004-322858 



^-v: 42/ 



48 (m, 6H) , 2. 32 (t, J = 7. 3Hz, 2 H) , 1. 80 
2 H) , 1 . 5 3 ~ 1 . 4 9 (m, 2 H) 0 

Ma s s, m/e : 5 1 9 (M + ) , 3 0 7, 1 5 7 (b a s e) o 

$mw 1 8 

[0 19 3] 
lit 6 4 ] 



1 . 7 1 (m, 




[0 19 4] 

Tv-r 7°1 8- 



[0 19 5] 
[ft6 5] 




C0 2 Me 



i^T 9 JkjfeKBMt* b'J9A20ml, ^^^^^ 5 0 m 1 <? 
2 _ T 5 j _ 6 -^nn-$|fSl9 1 5 mg^^f^-r^ 2 0ml ^f&t-tnx-^ 



7xf _ (n-A^fViii^^S : i) "ClMttU 
ff^f;Vi^rJV7 9 Omg (8 0%) &#/c 0 
1 H — NMR (CDC 1 a ) 8 I 7. 07 ( t , J = 8. 
d, J = 0. 8Hz, 7. 7Hz, 1 H) , 6. 57 
z, 1H) , 4. 8 6 (b r s , 2 H) , 3 . 9 3 
Mass, m/e:i85 (M + ) , 15 3 (base) 
Xry/l 8-B '. 2- ( 5 - fu^- ^y 9 J 4 ■ 

[0 19 7] 
6 6 ] 



2-757-6 -7no-$| 



1 H z, 1 H) , 6 . 7 4 
(dd, J = 0. 8Hz, 8. 
( s , 3 H) o 

, 1 2 6, 9 0o 
J) - 6 - 7PP-M1 



(d 
1 H 




j! S g^ 7 V 1 8 - AT*fc Lfc 2-75;-6-7nn Jf * 7 

5 0ffigOtF7K Kn77>l 0ml», yk^TKX tf U V > 7 0 Omgtt^ 
^ o'J K8 0 0mg fctJDX-fco L 1 H#FM# Lfc^ 

miE#2 005-3029051 
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^-v : 43/ 



- (5-yn^-^>^;^vT5y) - 6 nn-^,ift^f;vx^f;n . 3 4 
g (9 6 %) £t#/c 0 

1 H-NMR (CDC 1 3 ) d : 9. 07 (b r s, 1 H) , 8. 27 (d, J = 8. 
1Hz, 1H) , 7. 35 (t, J = 8. 1Hz, 1H) , 7. 17 (dd, J = 0. 8 
Hz, 8. 1Hz, 1H) , 3. 98 (s, 3 H) , 3. 4 4 (t, J = 6. 6Hz, 4 
H) , 2. 41 (t, J = 7. 3Hz, 2 H) , I. 99-1. 91 (m, 2 H) , 1. 
9 0 - 1. 8 3 (m, 2 H) o 

Mass, m/e:3 4 7 (M + ), 185, 55 (base) 0 

^T7 7 J 1 8-C : 2-»nn-6- f 5 - (4 -^y'J >- 2 -^f JV-^°^7y>- 1 

[0 19 9] 
[ft 6 7] 




[0 2 0 0] 

±BB*T-y 7*1 8 -BT?^Lfc 2 - (5-7'n^-^>^y^;V7^) - 6 - * n 
n-^M^^ f-;l/J.^-r;H . 29g, fllfi* x ? "7 1 - A"e^J& Lfc 2 - Jd^y v>" > 
- 1 -4 )ls*rS V > 8 0 0 m g. h V if^7 5 > 4 0 0 mgSff>^x> 2 0ml O?! 

^ y _;v= 1 5 : 1 ) r*»SU 2-?on-6- [5- (4 - * J V > - 2 - >f 11/ -l£ 
^7y^-l-^) ^V^y^75/'] $Mil>f^f^l. 13g (6 4% 

) fcftfco 

1 H-NMR (CDC 1 3 ) : 9. 08 (br s, 1H), 8. 28 (d, J = 8. 
5Hz, 1H), 7. 87 (d, J = 8. 9Hz, 1H), 7. 69 (d, J = 8. 1H 
z, 1H), 7. 58 (d, J = 6. 5Hz, 1 H) , 7. 56 (d, J = 8. 3Hz, 
1 H) , 7. 52 (ddd, J = 1 . 5Hz, 6. 9Hz, 8. 5Hz, 1 H) , 7. 3 
5 ( t , J = 8. 5Hz, 1 H) , 7. 23-7. 15 (m, 2 H) , 6. 97 (d, J 
= 9. 2Hz, 1H), 3. 97 (s, 3H), 3. 74 (t, J = 5. 0Hz, 4H) 
, 2. 57 (t, J = 5. 0Hz, 4H), 2. 45-2. 40 (m, 4H), 1. 81 
-1. 7 3 (m, 2H) , 1 . 6 6 - 1. 5 9 (m, 2 H) 0 
Mass, m/ e I 4 8 0 (M + ) , 157 (base) o 

7>tv"7\ 8-D I 5-^pp-3-p< + 2 - r 4 - ( 4 - 3r >"J > - 2 - >f ^ - bf 
^7^-1-^) -7^;Vl -3H-^f'/'J>-4-t> 
[0 2 0 1 ] 



ffifiE# 2005-3029051 
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^-v: 44/ 



Ht6 8] 




[0 2 0 2] 

Jiiaxx y 7'1 8-Ct 
n^7y> - 1 ->f ^) ^ 

1 8B#M#L/Co 
^77 4 - (y^nn^ 
;V- 2 - [4 - (4-^/ 
f yij > — 4. — ^- > 9 6 m 
1 H-NMR (CDC 1 3 
, J = 8 . 5Hz, 1H) 



#)SU2-?Dn-6- [5- (4 
y 9 J -i 5 /] ^Ifl^ 
;W« 5 m 1 ^7XfflC 

> : = 15:1) 

vj y - 2 - >V - fcf^ 9 v > - 1 - "f 
g (4 0 96) 



^ ^ U y - 2 
Xf ^2 5 0 m 

% 5 nn- 



g#.tM 
0 0 °Ctr 

3 - J •f" 
3H-^f 



. 5 6-7. 
dd, J = 1 
z , 1 H) , 



5 0 (m, 3 
. 2 H z , 6 
3 . 7 6 ( t 
. 7Hz, 2 



) 5 
, 7 
H) 



9 H 
J = 



(t, J = 7 
, J = 7. 3Hz, 2H) 
, 2 H) o 
Mass, m/ 

mmm 1 9 

[0 2 0 3 ] 
[<k 6 9] 



H) 



7 . 

5 

7 . 

z . 
5 . 
2 
9 



8 8 (d, J = 8. 9H 
(dd, J = 1 • 2 H z 

4 3 (d, 1 = 2. 3H 
8 . 1 H z , 1 H) , 6 
0 H z , 4 H) , 3 . 5 

5 9 (t, J = 5. OH 
~ 1 . 8 6 (m, 2 H) 



, 1 H) , 7. 7 0 (d 
8. 1Hz, 1 H) , 7 
, 1 H) , 7. 2 2 (d 
9 7 (d, J = 9. 2 H 
(s, 3H) , 2. 8 5 
, 4H) , 2. 4 9 (t 
1. 75~1. 68 (m 



6 l (M + ), 157 (base)o 




ntLxm^ mmmistmmzLx, 1, 5-^^-6- c *" J*"*' 1 '' 

_2-4*,-\£«?i»-l-4*') -L 5-^Fn-K7Vn [3, 4 

1 H-NMR (CDC 1 3 ) .18. 01 (s, 1 H) . 7. 89 (d J = 8 9Hz 
Yh) , 7. 7 0 (d, J = 8. 5Hz, 1H) . 7. 6 2 - 7 5 8 (m. 1 H) , 
V 5 4 (ddd, J = L 5Hz, 6. 9Hz, 8. 5Hz, 1 H) . 7. 23 (dd 
d, J = l- 2Hz, 6. 9Hz, 8. 1Hz, 1 H) , 6. 98 (d, .1 = 8. 9Hz 
1H) , 3. 7 7 (t, J = 5. 0Hz, 4 H) , 3. 6 1 (s 3 H) .3 . 5 9 ( 
s 3H . 2. 86 (t, J = 7. 3Hz, 2 H) , 2. 60 (t. J=4 6 Hz 
4' H ) , 2- 50 (t, J = 7. 3Hz, 2 H) , 1. 94-1. 86 (m, 2 H) , 1 

mm 2005-3029051 
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^-v: 45/ 



. 7 5-1. 70 (m, 2 H) o 

Mass, m/e:431 (M + ), 157 (base)o 

mmm 2 0 

[0 2 0 5] 

Ut7 0] 




[0 2 0 6 ] 

8 . 2 6 ( d d 
z, 1 H) , 7. 
7 1-7. 69 



1 H-NMR (CDC 1 3 ) <S 
, 7. 8 9 (d, J = 9. 3H 



Hz, 8 . 5Hz, 1 H) 
, 1 H) , 7. 6 2-7. 
9Hz, 8. 5Hz, 1 
Hz, 1 H) , 7. 2 2 
6. 9 8 (d, J = 9 . 
6 4 ( s , 3 H) , 2 . 
Hz, 4 H) , 2. 4 9 
, 2 H) , 1 . 7 9-1 
Mass, m/ e : 4 2 

gMM 2 1 
[0 2 0 7] 

[it 7 1 ] 



, 7 

5 8 



, 7 
d d 



(m, 1 H) 
H) , 7. 4 4 (d 
(d d d, J = 1 . 
2 H z , 1 H) , 3 
8 9 ( t , J = 8. 
(t, J = 7. 3Hz, 
. 7 0 (m, 2 H) o 
7 (M + ) , 15 7 (base) 



, J = 1 . 2 H z , 8 . 
7 2 (d d d, J = 1 . 
(m, 1 H) , 7. 6 4 
. 5 3 (d d d, 
, J = l. 2Hz 
2 H z , 6 . 9 H z , 
. 7 6 (t, J = 5. 1H 
1 H z, 2 H) , 2 . 5 9 
2 H) , 1 - 9 3 (q 



1 H z , 1 H) 
5 H z , 6 . 9 
- 7 . 6 2 (m 
J = 1 . 5 H z , 6 . 
, 6 . 9 H z , 8 . 1 
8 . 1 H z , 1 H) , 
z, 4H) , 3. 



(t, J = 5. 0 
J = 7. 7 H z 




[0 2 0 8] _ 

7>^7-jviif;v^ttlMI4tLtiv\ iffiil8t^!»l:Lt, 3-2- L4 

_ (4_^yij>_2--OVt^7y>'-l--f;V) - 3 H-^rt^/'J >- 4 - 

1 H-NMR (CDC 1 3 ) 5:8. 25 (dd, J = 1 . 5Hz, 8 
7. 89 (d, J = 9. 2Hz, 1 H) , 7. 71 (ddd, J = l 
Hz, 8. 5Hz, 1H), 7. 70 (dd, J = 1 

5 3 (ddd, 
J = 1 . 5 H z 
6 . 9 H z , 
(q, J = 6. 



. 6 4 - 7. 5 8 (m, 2 H) , 7 . 
5 H z, 1 H) , 7. 4 3 (ddd, 
, 7. 22 (ddd, J = 1. 2Hz 
, J = 8. 9Hz, 1H) , 4. 19 



1 H z, 1 H) 
5 H z , 6 . 9 
5 H z , 1 H) , 7 
, 9 H z , 8 . 
5 H z , 1 H) 
, 6 . 9 8 (d 
. 7 7 ( t , J 



. 2 H z , 8 
J = 1 . 5 H z , 6 
, 6 . 9 H z , 8 . 

8 . 1 H z , 1 H) 

9 H z , 3 H) , 3 

mtiE# 2005-3029051 
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^-v: 46/ 



= 5. 0Hz, 4H) , 2. 88 (t, J = 7. 7 Hz, 2H), 2. 60 (t, J = 5 
. 0 Hz, 4H) , 2. 5 0 (t, J = 7. 3 Hz, 2 H) , 1. 9 5 (q, J = 7. 7 
Hz, 2H), 1. 80-1. 70 (m, 2 H) , 1. 37 (t, J = 6. 9Hz, 3H 

) o 

Mass, m/ e : 4 4 1 (M + ), 157 (base)o 
mWM 2 2 
[0 2 0 9 ] 
lit 7 2] 




6> > ^, > _ 3 _^^;v_2- [4- (4-*;r/-2->f^lf^7i; 

1 H-NMR (CDC 1 s ) <?:7. 88 (d, J = 8. 9Hz, 1H), 7. 69 (d 
J = 8. 5Hz, 1H) , 7. 58 (dd, J = l. 2Hz, 8. 1Hz, 1 H) , 7 
57 (s, 1H), 7. 53 (ddd, J = l. 5Hz, 6. 9Hz, 8. 5Hz, 1 
H) 7 2 2 (ddd, J = 1 . 2Hz, 6. 9Hz, 8. 1Hz, 1 H) , 7. 03 
(s', 1H) , 6. 97 (d, J = 9. 2Hz, 1 H) , 3. 99 (s, 3 H) , 3. 9 
8 (s, 3H), 3. 76 (t, J = 5. 0Hz, 4H), 3. 64 (s, 3H), 2. 
86 (t, J = 7. 3Hz, 2H) , 2. 59 (t, J = 5. 0Hz, 4 H) , 2. 49 
( t , J = 7 . 3Hz, 2H), 1. 93-1. 85 (m, 2H), 1. 75-1. 56 
(m, 2 H) o 

Mass, m/ e : 4 8 7 (M + ), 157 (base)o 
iliij 3 
[0211] 
7 3 ] 




iufflvs mmmi stmm-Lx, 3,5, [4- u-*y 

, Jy _2-^;Hi^7y>-l-^l') 7^;V] - 3H-fx; [2, 3-d] tf 0 5 v 
y— 4 -:t LTio 
[0 2 13] 

1 H-NMR (CDC 1 3 ) <^:7. 88 (d, J = 9. 3Hz, 1H), 7. 69 
(d, J =8. 1Hz, 1H), 7. 58 (d, J = 8. 1Hz, 1H), 7. 54-7 
. 50 (m, 1H) , 7. 23~7. 19 (m, 1 H) , 6. 97 (d, J = 8. 2Hz 

ffifE# 2005-3029051 



12004-322858 



— v 



47/ 



. 1H ) , 3. 7 6 (t. J-5. OH,, 4H) 3 58 (s SH> 2. 83- 
- 7 2 ^ 2 !V(^, 5 3H) U ' 2 J I 5 6 -U H 3H).V.B 9 ~,83( m , 

9 'm i 1 7 3 — 1. 6 8 Cm, 2 H) o 
Mas's, m/e:461 (M + ) . 157 (base)o 
2 4 



[0 2 14] 
[ft7 4] 




«« r , t 3 7 -v^JV- 2 - [4 - (4 -*S )' 

^;v) -7-f-;V] -3H-*t; / " T = 8 iHz, 1H , 7. 88(d 

1 H-NMR (CDC la) ^ \^\\ %l 1 H z , 1 H) . 7. 59 (d. J 
T = 8. 9Hz, 1 H) , 7. 6 9 ^ a , J °- , 1 R) 7- 

= 8. 1H .. 1H) . 7 54- 7 5 0 („ H) 7 «Hs, 

2 4-7. 19 (m. 2H) ' 6. ?L (< V 88 ~ 2 . 8 4 (m, 2 H) 

75 ( ?' R V" 4H) 2 'l~ 2 4 8 (», 5H) , 1. 93-1. 
~ 2 . 5 8 (m, 4 Hj , ^ • o x 
o 1 74 — 1.71 (m, 2 H) o 

Mass, m/e: 44 1 <M+ ) , 157 (base) . 
2 5 



,2.60 
8 9 (m, 



[0 2 16] 
Hfc 7 5 ] 




-3H *+s) 2i u> j = 2 _ 3HZ) 1H) 



i h-HMR (CDC 1 s ) $ 
j = 8. 9Hz, 1H), 7 



2 (m, 
6 . 9 8 
3H) , 
1 - 2 . 
, 2H) 



1 H) , 7. 6 0-7. 
(d, J = 8 . 9Hz 
2. 8 7 (t, J = 7 
4 7 (m, 2 H) , 1 



6 9 (d, 
5 1 (m, 
1H) , 3 



J = 8. 
3 H) , 7 
. 7 6 (b 



7 H z 
9 4- 



2 H) 
. 8 8 



2 . 

(m, 



5 H z , 1 H) , 
2 4-7. 2 
r s, 4H) 
5 9 (b r s 
2H) , I- 7 



, 7 . 8 9 (d 
. 6 5-7. 6 
(m, 1 H) , 
3 . 6 4 ( s , 
4H) , 2. 5 
- 1 . 7 1 (m 



ffifiE#2 0 0 5 - 3 0 2 9 0 5 1 
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Mass, m/ e : 4 6 1 (M + ) , 157 (base)o 

mmm 2 6 

[0 2 18] 
UK 7 6 ] 



o 




[0 2 19] 

mmzLX, 6-7*n*-3-^f^-2- [4- (4- + yj^-2-^;H^^7y> 
-1-4 )V) - 3 H - ^r t y 'J > - 4 - t > *M L/: 0 

1 H-NMR (CDC 1 s ) -5:8. 38 ( d , J = 2. 3Hz, 1H), 7. 88 (d 
, J = 9. 2Hz, 1H), 7. 78 (dd, J = 8. 5Hz, J = 2. 3Hz, 1 H) 
, 7. 69 (d, J = 8. 5Hz, 1 H) , 7. 6 0 - 7. 5 8 (m, 1 H) , 7. 55 
-7. 49 (m, 2H), 7. 24-7. 20 (m, 1H), 6. 97 (d, J = 9. 2 
Hz, 1H), 3. 76 (t, J = 5. 0Hz, 4H), 3. 63 (s, 3H), 2. 8 
6 ( t> j = 7 . 7Hz, 2H) , 2. 59 (t, J = 5. 0Hz, 4 H) , 2. 51- 
2. 4 7 (m, 2 H) , 1. 9 7-1. 87 (m, 2 H) , 1. 7 7 - 1. 6 4 (m, 2 
H) o 

Mass, m/ e : 5 0 5 (M + ), 157 ( b a s e ) o 

mmm 2 7 
[0220] 
lit 7 7 ] 



o 




[ 0 2 2 1 ] 

^fy^2 7— A : 2 - r 4 - Q-^nn^ne^) ^7y>-l-^M ±ZiL> 

[0 2 2 2 ] 
[lb 7 8 ] 




[0 2 2 3 ] 

tuia^x y 7°1 -AT*Mtt2-^7y> - 1 --Ol/dpy V > 8 5 3 mg *T-fe h 
>5ml U 7jcm^t- h'Jf A160mg^5ml K^M LjJQx fco l-7n^ 

mtE# 2005-3029051 
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^-v : 49/ 



y-;v= 5 o : 1 ) till, 2- [4- (3-^nn7"at» v 1 - 4 )V 

] ^ 7 V > 1 . 1 0 g (95%) imtzo 

1 H-NMR (CDC 1 3 ) :7. 89 (d, J = 9. 2 H z, 1H), 7. 70 (d, 
J = 8. 4Hz, 1 H) , 7. 59 (dd, J = l. 4Hz, 8. 0Hz, 1H) , 7. 
53 (ddd, J = l. 5Hz, 7. 1Hz, 8. 5Hz, 1 H) , 7. 22 (ddd, 
J = l. 1Hz, 6. 9Hz, 8. OHz, 1 H) , 6. 98 (d, J = 9. 2Hz, 1 
H) , 3. 75 (t, J = 5. 1Hz, 4H), 3. 61 (t, J = 6. 5Hz, 2 H) 
, 2 . 6 3 - 2. 4 3 (m, 6 H) , 2 . 04-1. 97 (m, 2 H) 0 
Mass, m/ e : 2 8 9 (M + ) , 157 (base)o 

X 7" 7° 2 7 - B : 3 - y t^v- 2 - [3 - (4 - * S V V - 2 - 4 \£^< 7-/>-l- 
■OU) ^u_^ju±Jr2 -5, 6, 7, 8-f^7BKn-3H- j rf'/ l J>-4-t s / 
[ 0 2 2 4 ] 
[it 7 9] 



[0 2 2 5 ] 

3 4 V- 3 , 4, 5, 6, 7, Kndff/ 
')y-2~^-tV-Y CfcSt: J. Med. Chem. , 40, 574-585 (199 
7) \Z%m<Ofc&m) 2 3 4 mg, ±|B^x-y 7°2 7-A-C^Lfc2 - [4- (3-^ 
n n -f n tf;v) fc? ^ 7 v > - 1 - -f ;v] ^7 V >2 9 Omglf/^- /n^ 1 / - ;v 5 m 1 

a : y j -;v= 1 0 : 1 ) -eMU 3 2 - [3 - (4-^/^-2-^ 

*J>- 1 -4 )P) -fxiMfrf-*] - 5, 6, 7, 8-fh?KKn-3H-*t 

1 H-NMR (CDCh) 5 17. 88 (d, J = 9. 3Hz, 1H), 7. 69 (d 
, J=8. 5Hz, 1 H) , 7. 59 (dd, J=8. 1Hz, 1. 2Hz, 1 H) , 7 
. 55-7. 51 (m, 1 H) , 7. 2 3 - 7. 2 0 (m, 1 H) , 6. 97 (d, J = 
9. 3Hz, 1H), 3. 76 (t, J = 5. OHz, 4 H) , 3. 48 (s, 3 H) , 
3. 23 (t, J = 7. 3Hz, 2H), 2. 60 (t, J = 5. OHz, 4H), 2. 
56-2. 51 (m, 4H), 2. 49-2. 46 (m, 2H), 2. 01-1. 93 ( 
m, 2H) , 1. 7 8 - 1. 7 0 (m, 4 H) 0 
Mass, m/e : 4 4 9 (M + ), 157 (base) o 
jij 2 8 
[ 0 2 2 6 ] 




mm 2005-3029051 



mm 2004-322858 



^-v I 50/ 



[it 8 0] 




[0 2 2 7] 

^^y>?A 3 4 -t^rV- 3 , 4 - v H Kn^f^yV >- 2 V- h 
*m§£JM.®-t Ltfflv>, #dfe#!)2 7 tMii: LT, 3-^;v-2- [3- (4-^y; 
>- 2 --OVfcf^v^- 1 -^;V) 7°nn°;vft] - 3H-^t/'J>-4-t>^^ 

1 H-NMR (CDCls) 5 : 8. 21 (dd, J = 8. 1Hz, 1. 5Hz, 1 H) 
, 7. 88 (d, J = 9. 2Hz, 1 H) , 7. 71-7. 66 (m, 2 H) , 7. 59 
(d, J = 7. 7Hz, 1 H) , 7. 55-7. 51 (m, 2 H) , 7. 3 9-7. 35 
(m, 1 H) , 7. 2 4 - 7. 2 0 (m, 1 H) , 6. 98 (d, J = 9. 2Hz, 1H 
) , 3. 79-3. 77 (m, 4H), 3. 65 (s , 3H), 3. 39-3. 35 (m 
, 2H) , 2. 6 4 - 2. 5 7 (m, 6 H) , 2. 0 9 - 2. 0 2 (m, 2 H) 0 
Mass, m/ e : 4 4 5 (M + ), 157 (base)o 

mmm 2 9 

[ 0 2 2 8 ] 
Ut8 1] 



O 




[0 2 2 9 ] 

X-r y ~f2 9 - A I 3 -* 2 -jt 5 t g. 7, 8-f h9t:Kn-3H 

[0 2 3 0] 
Ut8 2] 



O 




[0 2 3 1 ] 

ja**5"*A 3 -^;V- 4 -^V- 3 , 4, 5, 6, 7, Kn^tV* 

U >- 2 -•f-^-l^- h 3 4 Omg^r F7tFn77>10mK ^fW^A75 K 

5m 1 ^iS^t'iPx., 3^ft^f;V2 1 Omg^tinx., BfMKtSLfco RJE&tft* 

jgfl£*«EES*U 3-^f-;V-2-^f-;V^^"-5, 6, 7, 8-f b5t Kn-3H 
-^ftV i, J>-4-t>3 1 Omg *#/Co 



ttJiE# 2005-3029051 



#M 2004-322858 



: 51/ 



1 H-NMR (CDC 1 3 ) 8 : 3. 4 9 ( s , 3 H) , 2. 5 6 - 2. 5 4 (m, 2 
H), 2. 54 (s, 3 H) , 2. 49-2. 46 (m, 2 H) , 1. 77-1. 70 ( 
m, 4 H) o 

Mass, m/ e : 2 1 0 (M + ), 165 (base) 0 

^-r y -f 2 9 — B : 2— [4- (3-7$/yn^» tf^9->*^ - 1 ->f 

[0 2 3 2 ] 
Ut8 3] 




[0 2 3 3 ] 

i^y-^30mli:2 - [ 3 - ( 4 - ^ y V > - 2 - J )V t° ^ 7 > > - 1 - 4 ~? 
nfcf/]/] * v4 > K-;U- 1 , 3-v^ (» : P o 1 . J. Ch em. , 7 5, 7 1 
- 7 8 ( 2 0 0 1 ) Kmm<Dft&m) l. 5 2 g ^Ili, ^tx^^;no m n:I 
flf L K -y V > -imm 1 . 5 0 g * TJn x. > 7 B# R j»3BsfE L 0 * fcfe 

2- [4- (3-757^nt';v) 2 _^ +yj>0. 99 g (96% 

) *#7t 0 

1 H-NMR (CDC 1 3 ) * : 7. 87 (d, J = 8. 9Hz, 1H), 7. 69 (d 
, J = 8. 5Hz, 1H) , 7. 58 (d, J = 8. 1Hz, 1 H) , 7. 52 (ddd 
, J = l. 5Hz, 6. 9Hz, 8. 5Hz, 1 H) , 7. 23 (ddd, J = l. 2H 
z, 6. 9Hz, 8. 1Hz, 1 H) , 6. 97 (d, J = 8. 9Hz, 1H), 3. 7 

5 (t, J = 5. 4Hz, 4H) , 2. 78 (t, J = 6. 9Hz, 2 H) , 2. 58 ( 
t, J = 5. 4Hz, 4H) , 2. 46 (t, J = 7. 3Hz, 2 H) , 1. 78-1 

6 3 (m, 2 H) o 

Mass, xa/ e : 2 7 0 (M + ) , 157 (base) 0 

^T77°2 9-C : 3-^f)V-2 - r 3 - (4-^;'J>-2-^^^7-/>-l- 
«(JU) v°u^)VT^J] - 5, 6, 7. 8-f F7HKD-3H-^fV'J> - 4-*> 

<?>^fi£ ■ 

[0 2 3 4] 
UK 8 4] 




[0 2 3 5] 

±ffi^x -7 7*2 9 - AT'g-JfiLfc 3 2 ^)PX)Vy y 5 , 5 7 

8-7- KD-3H-^f/'J>-4-t>4 2 OmgMiiE^fy^ 9-Bt 
^L7t2- [4- (3-75y7"nt» tf^ 1 _ ^ ^;.j> 54()m 

4 0 o C-e6^P H 1^WL^o SI^y'J*fi^7A7nvf^77^ 
(^ DD *^ : ^ 10:1) -eiMttU 3 2 - [3 - (4 

V y- 2 - ^Vt^ 7 y> - 1 -W^) -7°nt°;VT^ y] - 5, 6, 7, S-ffytK 

tBfE# 2005-3029051 



#® 2004-322858 



^-v: 52/ 



n-3H-^t > /'J>-4-t>4 2 0mg (4 8%) ^#^ D 

1 H-NMR (CDC 1 3 ) d : 7. 91 (d, J = 9. 3Hz, 1 H) , 7. 70 (d 
, J = 8. 5Hz, 1 H) , 7. 60 (d, J = 8. 1Hz, 1 H) , 7. 54 (ddd 
, J = 8. 5Hz, 6. 9Hz, 1. 5Hz, 1 H) , 7. 26-7. 22 (m, 1 H) 
, 6. 98 (d, J = 8. 9Hz, 1H), 6. 69 (br s, 1H), 3. 77 (b 
r s, 4H) , 3. 56-3. 52 (m, 2 H) , 3. 48 (s, 3 H) , 2. 67 ( 
br s, 4H), 2. 64-2. 61 (m, 2H), 2 . 54 ( s , 3H), 2. 49 
-2. 40 (m, 4H) , 1. 8 8 - 1. 8 7 (m, 2 H) , 1. 7 7 - 1. 7 0 (m, 
4 H) o 

Mass, m/e : 4 3 2 (M + ), 157 (base) D 
MtkM3 0 
[0 2 3 6] 
lit 8 5 ] 



o 




[0 2 3 7] 

^T7 7°3 0 - A : 3-^f ;i^XJV7 7~;i/-3H-^f '/'J > - 4 - a- > 

[0 2 3 8 ] 
[its 6] 



O 




[ 0 2 3 9] 

1 H-NMR (CDC 1 3 ) d : 8. 22-8. 20 (m, 1H) , 7. 70-7. 6 
5 (m, 1H) , 7. 5 7 - 7. 5 5 (m, 1 H) , 7. 36 (ddd, J = 8. 1Hz 
, J = 6. 9Hz, J = l. 2Hz, 1 H) , 3. 61 (s, 3 H) , 2. 66 (s, 3 

H) o 

Mass, m/ e : 2 0 6 (M + ), 161 (base) 0 

XT77°30-B; 3-^fJV-2 - [3 - (4-^7'J>-2-f;V^7y>-l- 
y°u \£)vy ^ j 1 -3H-^t'/V>-4-t>g3^ 
[0 2 4 0] 



•ffifE#2 005-3029051 



mm 2004-322858 



— : 53/E 




[ 0 2 4 1 ] 

-2- [3- (4-^/'J>-2-^iV^7y>-l-^^) ^nt°;V7^] -3H 
_ dp- y ij > - 4 - :t > £ -aJ^ L /i 0 

1 H-NMR (CDCU) 8 I 8 . 10 ( d d , J = 8 . 1 H z , 1. 2Hz, 1H) 
7 92 (d, J = 9. 2Hz, 1H) , 7. 72 ( d , J = 8. 5Hz, 1 H) , 7 
62 (dd J = 8. 1Hz, 1. 2Hz, 1 H) , 7. 58-7. 53 (m, 2 H) 
7 36 (d, J = 7. 7Hz, 1H), 7. 27-7. 23 (m, 1H), 7. 15 
'-7'. 11 (m, 1H) , 6. 9 9 (d, J = 8. 9 Hz, 1 H) , 6. 9 4 (b r s 
1H) 3 7 9 (t, J = 5. 0Hz, 4H),3. 69-3. 65 (m, 2H), 
3. 5 l'(s, 3H), 2. 70 (t, J = 5. 0Hz, 4H), 2. 6 8~2. 65 ( 
2 H) , 1 . 9 5-1. 92 (m, 2 H) 



m, 



Mass, m/e:4 2 8 (M + ) , 15 7 (base) 
[0 2 4 2] 

mm 1 



m g /% 



5. 0 
10.0 



7 3. 0 

# fl/ft^f-i/ * f ;v-fe;vn- x # ;v >"> A 10. 0 

^ ;V ^ 1 • 0 

TrJJ >B£v gfr -> A 1 • 0 

~~" 10 0. 0 



«^L, «S*«3ltSo *£*fc*fc#* 1 0 0 0 A/m«ra^*EttU CI *U~ * ^ * & 



ffi=E# 2005-3029051 



mM 2004-322858 



[Sift] 

[MM] 5 - H T i a f^MX^ 5 - H T s WfflWMI^ffl L> IBSt^ 



X 2 t±7jc*]£?0£t2«T;v*;i^£StU 

n 14 0 ~ 4 <Z)It^$L, 
A r t4TfB5£ 
lit 2] 



[<bi] 




( I ) 




HiiE# 2005-3029051 



2004-322858 



m m A W. S If ft 



WBU#* [ 0 0 0 0 0 2 9 9 0 ] 

1 . g£M^J3 0 2 0 0 l¥H^ 30 



ffifE#-£ mtE# 2005-3029051 



